Amendment C in Response to May 12, 2008 Office Action 
Appl. No. 10/524,242 
August 6, 2008 

REMARKS 

Applicants request reconsideration on the merits of the above-referenced patent 
application. 

I. Amendments to the Specification 

In accordance with MPEP §608.01 (v)(I), Applicants have amended the specification to 
capitalize "TENOX 8" everywhere it appears, and have marked it with a superscripted "®." 

Applicants have amended the discussion relating to US Patent 6,387,381 to be more 
consistent with, for example, lines 20-21 of col. 4 in US Patent 6,387,381. 

Apphcants have amended the specification to include a generic definition for TENOX® 8. 
This generic definition is from the revised MSDS for TENOX® 8 (enclosed). Given that the date 
for the revised MSDS is May 13, 2003, Apphcants submit that the generic definition was known 
before the August 13, 2003 filing date of Applicants' parent PCT application. 

II. Amendments to the Claims 

This amendment adds claims 19-22. Thus, claims 1-5, 7-10, and 12-22 are pending. 
Claims 9, 10, and 12-17 are withdrawn. Accordingly, claims 1-5. 7, 8, and 18-22 are under 
consideration. This amendment amends claims 1, 8, 9, 12-15, 17, and 18. Applicants submit 
that these amendments and new claims do not introduce new matter: 

Claim 1 has been amended to more specifically define the first additive as ivermectin. 
This amendment is supported by Apphcants' specification at, for example, page 13, Hne 17 to 
page 14, line 12; page 18, lines 17-21; and Examples lb and 2 on pages 22-24. 

Claim 1 has been amended to define the moisture content as being less than about 15%. 
This amendment is supported by Applicants' specification at, for example, page 13, Unes 12-13; 
and claim 1 as originally filed. 

Claim 1 has been rephrased to characterize the formulation as comprising a knockout 
formulation. This amendment is permissible under MPEP §2163.07. 

Claim 8 has been amended to fiirther define the second additive of claim 4 rather than the 
first additive of claim 1. This amendment is supported by Apphcants' specification at, for 
example, page 13, line 17 to page 14, line 20. 
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Claims 9, 12, 14, and 15 have been amended to define the additive as ivermectin. These 
amendments are supported by Applicants' specification at, for example, page 13, line 17 to page 
14, line 12; page 18, lines 17-21; and Examples lb and 2 on pages 22-24. 

Claim 13 has been amended to remove a redundant "the." This amendment is permissible 
under MPEP §2163.07. 

Claim 17 has been amended to more clearly indicate that the composition may comprise 
one or more than one additional additive, as well as to more specifically defme the additional 
additive(s). This amendment is supported by Applicants' specification at, for example, page 13, 
line 17 to page 14, line 20. 

Claim 1 8 has been amended to be independent. Accordingly, claim 18 has been amended 
to also incorporate the provision that the formulation comprise a knockout formulation and not 
an extrudate. This amendment is supported by Applicants' specification at, for example, the 
paragraph bridging lines 9-16 on page 17; and Example lb on pages 22-23. 

Claim 18 has been amended to remove the term "about" to be more consistent with 
Example lb on page 22. 

Claim 18 has been amended to remove the unnecessary statements characterizing the 
concentrations as being based on total try weight of the formulation. 

Claim 1 8 has been amended to remove the requirement that the formulation comprise an 
antioxidant. 

New claim 19 is supported by Applicants' specification at, for example, page 14, lines 4- 

6. 

New claim 20 is supported by Apphcants' specification at, for example, page 13, line 17 
to page 14, line 20. 

New claim 21 is supported by Applicants' specification at, for example, page 14, Hnes 4- 
7; and page 24, lines 9-19 

New claim 22 is supported by Apphcants' specification at, for example, page 13, lines 12- 
13; and Examples la, lb, and 2 on pages 19-25. 

Applicants reserve the right to pursue any canceled or other subject matter disclosed in 
this application in one or more divisional and/or continuation applications. 
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III. Response to opening comments 

The opening comments on page 2 of the Office action indicate that only claims 1-5, 7, 
and 8 are under consideration. However, the Office action summary on the previous page 
indicates that claim 18 is under consideration, as do the claim rejections. Thus, this amendment 
identifies claim 18 as being "previously presented" rather than "withdrawn." 

IV. Response to acknowledgement of information disclosure statements 

Applicants thank the Examiner for reviewing the February 20, 2005 and October 15, 
2007 Information Disclosure Statements. Applicants respectfully request that the Examiner 
initial each citation on the Form PTO/SB/08a's, and then sign and date each Form PTO/SB/08a 
in accordance with MPEP §609 to ensure that all the references are cited on the face of the 
resulting patent. Applicants also request the Examiner to do the same with the Supplemental 
Information Disclosure Statement that Applicants are submitting in parallel with this 
Amendment. 

V. Response to reminder relating to abstract 

Applicants thank the Examiner for the reminder as to the content and form of the abstract. 
Apphcants believe that the abstract compUes with the Patent Office's rules. Thus, Applicants 
have not amended the abstract. If, however, the Examiner has any specific concerns regarding 
the abstract, Applicants request that the Examiner identify them. 

VI. Response to the objection relating to the use of "Tenox 8" 

An objection has been raised to the term TENOX 8. Specifically, the Office action 
indicates that the term TENOX 8 should be capitalized everywhere it is used, and that a generic 
definition for the term should be added to the specification. Apphcants request withdrawal of 
this objection. 

In accordance with MPEP §608.01(v)(I), Applicants have amended the specification to 
capitalize the term everywhere it appears, and have marked it with a superscripted "®." This 
capitalization and marking of TENOX 8 is not intended to be an admission by Applicants or the 
Assignee that TENOX 8 has been, is, or ever will be valid or enforceable. 
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As to the requirement that a generic definition be added to the specification. Applicants 
respectfully submit that the specification is not required to have a generic definition, given that 
the generic definition was known in the art before their parent PCT application was filed. After 
all, as noted in MPEP §2164.01, a patent "preferably omits" anything that is already well known 
in the art. Nevertheless, in an effort to expedite prosecution of this application. Applicants have 
amended the specification to include the generic definition provided by the May 13, 2003 revised 
MSDS for TENOX 8 (enclosed). Applicants thank the Examiner for taking the initiative to 
search for a generic definition, 

VII. Response to obviousness-type double patenting rejection 

Claims 1, 7, and 8 have been provisionally rejected as being unpatentable over claims 2-5 
of co-pending US Patent Appl. 1 1/100,982 (Publ. No. 2005/0226908) on the grounds of 
obviousness-type double patenting. Applicants request withdrawal of this rejection. 

At the outset, Applicants note that, as of this filing, US Patent Appl. 1 1/100,982 has not 
issued, and, to the best of their knowledge, has not been allowed. Thus, regardless of the merits, 
this rejection is not ripe. Moreover, Applicants respectfully submit that there is no double- 
patenting issue. More specifically, claims 2-5 in US Patent Appl. 1 1/100,982 have been 
amended to depend directly or indirectly from claim 6 of that application. Claim 6 is directed to 
a treatment method: 

6. A method for treating an organism against a Toxocara cams, Ancylostoma 
caninum, Trichuris vulpis, Dipylidium caninum, and/or Dirofdaria immitis infection, 
wherein: 

the method comprises administering a composition to the organism a 
single time; 

the composition comprises a benzimidazole, an avermectin, and 
praziquantel; and 

administration of the composition provides the following amounts of 
benzimidazole, avermectin, and praziquantel to the organism: 

from about 25 to about 500 mg fenbendazole per kg body 

weight, 

fi-om about 0.002 to about 200 mg ivermectin per kg body 
weight, and 

firom about 0.002 to about 200 mg praziquantel per kg body 

weight. 
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Claims 1, 7, and 8 of the instant application, in contrast, are directed to a pharmaceutical soft 
chew formulation. Thus, Applicants submit that claims 1, 7, and 8 are patentably distinct from 
claims 2-5 of US Patent Appl. 11/100,982. 

For the Examiner's convenience, Applicants have enclosed all the claims from US Patent 
Appl. 1 1/100,982 (as they are pending as of this filing). 

VIII. Response to written description relection of claim 18 under 35 U.S.C. SI 12 ffirst 
paragrapli') 

Claim 18 has been rejected under 35 U.S.C. §112 (fmt paragraph) for failing to satisfy 
the written description requirement. More specifically, claim 18 has been rejected for using the 
term "about" to characterize the component concentrations. Applicants request withdrawal of 
this rejection. In an effort to expedite prosecution of this application. Applicants have amended 
claim 18 to remove the term "about." Applicants, however, make no representation with respect 
to the merits of this rejection. 

IX. Response to enablement relection of claim 18 under 35 U.S.C. SI 12 ffirst paragraph) 

Claim 18 has been rejected under 35 U.S.C. §1 12 (first paragraph) for failing to satisfy 
the enablement requirement. More specifically, one of the components recited in claim 18 is an 
antioxidant. The Office action asserts that Applicants' specification is enabling only to a limited 
class of antioxidants (such as TENOX® 8) rather than the entire generic class of antioxidants. 
Applicants request withdrawal of this rejection. In an effort to expedite prosecution of this 
application. Applicants have amended claim 18 to remove the requirement for an antioxidant. 
Applicants, however, make no representation with respect to the merits of this rejection. 

X. Response to indefiniteness rejection of claim 18 under 35 U.S.C. S112 (second 
paragraph) 

Claim 1 8 has been rejected under 35 U.S.C. § 1 1 2 (first paragraph) for being indefinite for 
failing to point out and distinctly claim the invention. More specifically, claim 18 has been 
rejected for not expressly identifying how the components recited in claim 18 relate to the more 
generic components recited in claim 1. Applicants request withdrawal of this rejection. 
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Applicants respectfully submit that claim 18 falls within the scope of claim 1, and, therefore, is a 
proper dependent claim. Applicants are not aware of any requirement that a dependent claim 
expressly correlate its components to those of a dominant claim. Nevertheless, in an effort to 
expedite prosecution of this patent application. Applicants have amended claim 18 to be 
independent. Thus, the rejection has been rendered moot. 

XI. Response to obviousness reiection of claims 1-5, 7, 8, and 18 under 35 U.S.C. S103(a) 

Claims 1-5, 8, 7, and 18 have been rejected under 35 U.S.C, § 103(a) as being obvious 
over Christenen (US Patent Appl. Publ. 2001/0036464) in view of Monte (US Patent 5,578,336) 
and Miller (US Patent 5,439,924). Applicants request withdrawal of this rejection. 

A. Claim 1 

Claim 1 is directed to a pharmaceutical soft chew formulation that comprises a knockout 
formulation. Knockout formulations are generally different from, for example, extrudates or 
tablets formed with tablet presses. For example, extrudates or tablets formed with tablet presses 
generally are subjected to different types of pressures, shear stresses, and/or temperatures relative 
to knockout formulations. Such differences can affect the physical characteristics of the 
formulation or create inconsistencies from one batch to the next. Applicants' specification 
discusses some such potential effects with respect to tablets formed with tablet presses. See, e.g.. 
Applicants' specification, page 2, line 14 to page 3, line 15. And, with respect to extrudates, such 
potential effects are well known in the art. See, e.g., US Patent Appl. Publ. 2008/0075759, 
paragraphs 7-9 (enclosed). 

To support a prima facie showing of obviousness, the prior art must teach or suggest all 
the claim limitations. See MPEP §2143. AppHcants respectfully submit that this threshold has 
not been met. More specifically, the cited references fail to teach, suggest, or provide 
motivation for a knockout formulation. To the contrary, Christensen discusses extrudates. 
Christensen provides no instruction with respect to knockout formulations. And Monte and 
Miller fail to cure this deficiency. Monte, for example, discusses a tablet containing a chewy 
candy (or gum) center. This chewy candy (or gum) center is completely coated by at least two 
coatings. These coatings include an outer coating that contains an active ingredient, and an 
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intermediate coating that separates that outer coating from the chewy candy (or gum) center. 
Monte provides no indication that such tablets could comprise a knockout formulation. Miller, 
on the other hand, generically discusses chewable wafer or tablet dose forms, but fails to discuss 
any knockout formulations. In fact. Miller instead purports to illustrate tablets formed with 
tablet presses. See, e.g.. Miller, Col. 12, lines 42-44 and 66-68. Accordingly, for at least this 
reason, Applicants respectfully submit that this rejection should be withdrawn. 

B. Claims 2-5. 7-10. 12-17. and 19-22 

Claims 2-5, 7-10, and 12-17 (as well as new claims 19-22) depend directly or indirectly 
from claim 1, and, therefore, are patentable over the cited references for the same reasons as 
claim 1, as well as the additional limitations that they respectively recite. 

New claim 22, in particular, is directed to a water-free knockout formulation. The cited 
references fail to teach, suggest, or provide motivation for such a formulation. To the contrary, 
Christensen discusses formulations that contain 5-20% water (see, e.g., paragraph 6). 
Christensen does not discuss any water-free formulations. Monte and Miller fail to cure this 
deficiency. Monte, for example, discusses tablets having a chewy candy core containing 1-95% 
water {see, e.g., col. 19, lines 50-51). And, while Miller does purport to illustrate a water-free 
tablet formulation, that formulation was prepared with a tablet press {see, e.g., col. 12, lines 48- 
68). Moreover, such a water-free formulation cannot be used to modify the teachings of 
Christensen. Christensen, after all, focuses on a purported invention for adjusting the water 
activity in water-containing formulations. A water-fi^e formulation obviously would defeat that 
purpose. See MPEP §2143.01 ("If proposed modification would render the prior art invention 
being modified unsatisfactory for its intended purpose, then there is no suggestion or motivation 
to make the proposed modification."). Thus, for at least this additional reason, claim 22 is 
patentable over the cited references. 

C. Claim 18 

Claim 18, like claim 1, is directed to a pharmaceutical soft chew formulation that 
comprises a knockout formulation. Thus, claim 18 is patentable over the cited references for at 
least the reason discussed above with respect to claim 1. 
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Applicants do not believe that any fee is due in connection with this filing. If, however, 
any such fee(s) is due, the Commissioner is hereby authorized to charge the fee(s) to Deposit 
Account No. 02-2334. In addition, if there is ever any other fee deficiency or overpayment under 
37 C.F.R. §1.16 or 1.17 in connection with this patent apphcation, the Commissioner is hereby 
authorized to charge such deficiency or overpayment to Deposit Account No, 02-2334. 

Applicants submit that this application is in condition for allowance, and request that the 
application be allowed. Applicants also request that the Examiner call the Undersigned if any 
issues arise that can be addressed over the phone to expedite examination of this application. 



Respectfully submitted, 




David M. Gryte, PTO Reg. No. 41,809 
Senior Patent Counsel 
Intellectual Property - Animal Health 
Global Law and Public Affairs 
Schering-Plough 

Intervet Inc. 

P.O. Box 318 
29160 Intervet Lane 
Millsboro,DE 19966 
(302) 934-4395 (tel) 
(302) 934-4305 (fax) 
(302) 245-1402 (cell/home) 

DMG/DAP 
enclosures 
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MATERIAL SAFETY DATA SHEET 
Revision Date: 05/13/2003 
IUSDSUSA/ANSI/EN/1 500000013S9A/ersion 2.0 



I 1. CHEMICAL PRODUCT AND COMPANY [DENTIFICATION 



Product Name 


TenoxfTM) 8 Food-Grade Antioxidant, Kosher 


Product Identification Nuniber(s) 


01782-00, P0178200, P0178201, P0178202, P0178203, 
P0178204. P0178205. P0178207. P0178208. P0178209. 
P017820A. P017820B, P017820C. P017820D, 
P0178206 


Manufacturer/Supplier 


Eastman Chemical Company 
200 South Wilcox Drive 
Kingsport, TN 37660-5280 
US 

+14232292000 




MSDS Prepared by 


Eastman Product Safety and Health 


Chemical Name 


not applicable 


Synonym(s) 


023624 


Molecular Formula 


not applicable 


Molecular Weight 


not applicable 


Product Use 


antioxidant (food grade) 


OSHA Status 


hazardous 



For emergency health, safety & environmental tnfonnation, call 800-EASTMAN. 



For emergency transportation information, call CHEMTREC at 800-424-9300 or call 800-EASTIWAN. 
2. COMPOSITION INFORMATION ON INGREDIENTS 

(Typical composition Is given, and it may vary. A certificate of analysis cart be provided.) 

Wolqht % Component CAS Registry No. 

80% corn oil 8001-30-7 

20% butylated hydroxytoluene 128-37-0 



I 3. HAZARDS IDENTIFICATION 



CAUTION! 

AT ELEVATED TEMPERATURES, VAPOR MAY CAUSE IRRITATION OF EYES AND 
RESPIRATORY TRACT 

HMIS® Hazard Ratings: Health ■ 1 , Flammabiiity -1 , Chemical Reactivity - 0 

HMIS® ratlrig involves data interpretations that may vary from company to company. Tfte/are intended only for 
rapid, general idenmcation of the magnitude of the specific hazard. To deal adequately with the safe handling of 
this material, all the information contained in this MSDS must be considered. 
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MATERIAL SAFETY DATA SHEET 
Revision Date: 05/13/2003 
MSDSUSA/ANSI/EN/1 50000001359/Version 2.0 



I 4. FIRST-AID MEASUReT 



Inhalation: If symptomatic, move to fresh air. Get medical attention if symptoms persist. 

Eyes: Any material tiiat contacts tlie eye should be washed out immediately witli water. If easy to do, 

remove contact lenses. Get medical attention if symptoms persist. 
Skin: Wasli with soap and water. Get medical attention if symptoms occur. 
Ingestion: Seel< medical advice. 



I 5. RRE FIGHTING MEASURES 



Extinguishing IMedIa: water spray, dry chemical, carbon dioxide, foam 

Special Fire-Fighting Procedures: Wear self-contained breathing apparatus and protective clothing 

USE WATER WITH CAUTION. Material will float and may ignite on surface of water. 
Hazardous Combustion Products: carbon dioxide, carbon monoxide 

1 6. ACCIDENTAL RELEASE MEASURES 



Use personal protective equipment. Absorb spill witli vermiculite or otfier inert material, then place In a 

container for chemical waste. 
For Large Spills: Flush spill area with water spray. Prevent runoff from entering drains, sewers, or 

streams. 

I 7. HANDLING AND STORAGE 



Personal Precautionary Measures: Avoid breathing vapor from heated material. Use only with 

adequate ventilation. 
Prevention of Fire and Explosion: Keep from contact with oxidizing materials. 
Storage: Keep container closed. This material may be used in food. Protect from contamination. Do not 

store or ship together with odorous substances, toxic substances. 
Additional Information: Protect from freezing. Store between lO'C {SO'F) and 32"'C (90°F) to avoid 

separation and prolong shelf life. 

I 8. EXPOSURE CONTROLS/PERSONAL PROTECTION" 



Country specific exposure nmits have not been estabtished or are not applicable unless listed below. 

2.6-DI-TERT-BUTYL-P-CRESOL 

US. NIOSH: Pocket Guide to Chemical Hazards 

Reoommended exposure limit (REL): 10 mg/m3 
2,6-DITERT. BUTYL-P-CRESOL 

US. OSHATabIeZ-1-A{29 CFR 1910.1000) 

Time Weighted Average (TWA): 10mg/m3 
BUTYUVTED HYDROXYTOLUENE (BHT), VAPOR AND AEROSOL, INHALABLE FRACTION 
US. ACGIH Threshold Limit Values 
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Time Weighted Average (TWA): 2mg/m3 
2.6-DITERT-8UTYL-P.CRESOL 

US. California Code of Regulations, Trtle 8, Section 5155. Airtorne Contaminants 

Time Weighted Average (TWA) Permlssltjie Exposure Limit (PEL): 10 mg/m3 
BUTYLATED HYDROXYTOLUENE (BHT), VAPOR AND AEROSOL, INHALABLE FRACTION 

US. ACGIH Threshold Limit Values 
Listed. 

2,6-DI-TERT-BUTYL-P-CRESOL 

US. NIOSH: Pocket Guide to Chemical Hazards 
Usted. 

2,6-DITERT. BUTYL-P-CRESOL 

US. OSHA Table Z-1-A (29 CFR 1910.1000) 
Listed. 

2,6-DITERT-BUTYL-P-CRESOL 

US. California Code of Regulations, Title 8, Section 5155. Alrtxime Contaminants 
Listed. 

Ventilation: Good general ventilation (typically 10 air changes per iiour) should be used. Ventilation 
rates should be matched to conditions. If applicable, use process enclosures, local exhaust 
ventilation, or other engineering controls to maintain airborne levels below recommended 
exposure limits. If exposure limits have not been established, maintain airborne levels to an 
acceptable level. 

Respiratory Protection: If engineering controls do not maintain airbome concentrations below 

recommended exposure limits (where applicable) or to an acceptable level (in countries where 
exposure limits have not been established), an approved respirator must be worn. In the United 
States of America, if respirators are used, a program should be instituted to assure compliance 
with OSHA Standard 63 FR 1 152, January 8. 1998. Respirator type: organic vapor 

Eye Protection: It is a good industrial hygiene practice to minimize eye contact. 

Skin Protection: It is a good industrial hygiene practice to minimize sitin contact. 

Recommended Decontamination Facilities: eye bath, washing facilities 

I 9. PHYSICAL AND CHEMICAL PROPERTIES 

Physical Form: liquid 
Color: light yellow 
Odor: slight 

Specific Gravity: 0.925 (20 'C) 

Boiling Point: > 204 "C 

Solubility in Water: negligible 

Flash Point: 139 "C (Pensky-Martens closed cup) 

Thermal Decomposition Temperature: (OTA) No exothemi to 500* C 



10. STABILITY AND REACTIVITY 



Stability: Stable. 

Incompatibility: Material reacts with strong oxidizing agents. 

Hazardous Polymerization: Will not occur. 
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I 11.TOXICOLOGICAL INFORMATION 



Acute toxicity data, if available, are listed below. Additional toxicity data may be available o 



I 12. ECOLOGICAL INFORMATION 



Acute toxicity data, if available, are listed below. Additional toxicity data may be available on request. 
This material lias not been tested for environmental effects. 



I 13. DISPOSAL CONSIDERATIONS 

Discharge, treatment, or disposal may be subject to national, state, or local laws. Incinerate. Since 
emptied containers retain product residue, follow label warnings even after container is emptied. 

I 14. TRANSPORT INFORMATION 

Marine pollutant components: none unless listed below 



DOT {USA): Class not regulated 
ICAO Status: Class not regulated 
IIWDG Status: Class not regulated 

I 15. REGULATORY INFORMATION 

WHMIS {Canada) Status: noncontrolled 

SARA 311-312 Hazard Classification(s}: 
immediate (acute) healtti hazard 

SARA 313: none, unless listed below 
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Carcinogenicity Classification (components present at 0.1% or more): none, unless listed 
below 

TSCA (US Toxic Substances Contror Act): All components of this product are listed on the TSCA 
inventory. Any impurities present in this product are exempt from listing. 

DSL (Canadian Domestic Substances List) and CEPA (Canadian Environmental Protection 

Act): All components of this product are listed on the DSL. Any impurities present in this product 
are exempt from listing. 

EINECS (European Inventory of Existing Commercial Chemical Substances): Ail components of 
this product are listed on EINECS. 

AlCS / NICNAS (Australian Inventory of Chemical Substances and National industrial 

Chemicals Notification and Assessment Scheme): All components of this product are listed 
on AlCS or otherwise comply with NICNAS. 

MiTI (Japanese Handbook of Existing and New Chemical Substances): All components of this 
product are listed in the Handbook or have been approved in Japan by new substance 
notification. 

ECL (Korean Toxic Substances Control Act): All components of this product are listed on the 
Korean inventory or otherwise comply with the Korean Toxic Substances Control Act. 



I 16.0THERtNF0RMATI0N 



Visit our website at www.EASTIWAN.com or call 001-423-229-2000. 



The information contained herein is based on current knowledge and experience; no responsibility is 
accepted that the information is sufficient or correct in all cases. Users should consider these data only 
as a supplement to other Information. Users should make independent determinations of suitability and 
cornpleteness of information from all sources to assure proper use and disposal of these materials, the 
safety and health of employees and customers, and the protection of the environment 

nmghfeda^WmmW^J^changedJhWhmn: 
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Pending Claims in US AdpI. 11/100,982 as of August 6. 2008 



Claim 1 (canceled). 

2. The method of Claim 6, wherein: 

the composition is in the form of a soft chew; 

the soft chew comprises: 

a flavoring component of between about 0.1 to about 50 percent, 
a stareh component of between about 5.0 to about 60 percent, 
a sugar component of between about 5.0 to about 75 percent, 
an oil component of between about 1.0 to about 40 percent, and 
an additive; 

the moisture content of the composition is less than about 15 percent; 
the soft chew is formed by knockout; and 
the soft chew is not an extrudate. 

3. The method of Claim 2, wherein the additive is selected from the group consisting 
of a pharmaceutical, nutraceutical, vitamin, mineral, and filler, 

4. The method of Claim 2, wherein the flavoring component is selected from the 
group consisting of fruit, meat, vegetable, cheese, cheese-bacon, artificial flavoring, and 
mixtures thereof. 

5. A method of claim 6, wherein: 

the benzimidazole comprises Fenbendazole, and 
the avermectin comprises Ivermectin. 

6. A method for treating an organism against a Toxocara canis, Ancylostoma 
caninum, Trichuris vulpis, Dipylidium caninum, andJ or Dirofilaria immitis infection, wherein: 

the method comprises administering a composition to the organism a single time; 
the composition comprises a benzimidazole, an avermectin, and praziquantel; and 
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administration of the composition provides the following amounts of benzimidazole, 
avennectin, and praziquantel to the organism: 

from about 25 to about 500 mg fenbendazole per kg body weight, 
from about 0.002 to about 200 mg ivemectin per kg body weight, and 
from about 0.002 to about 200 mg praziquantel per kg body weight. 

Claim 7 (canceled). 



!. The method of Claim 6, wherein the organism is a dog. 



Claims 9-18 (canceled). 



1 9. The method of claim 6, wherein: 
the organism is a canine; and 

a single administration of the composition provides the following amounts of 
benzimidazole, avermectin, and praziquantel to the canine: 
about 100 mg fenbendazole per kg body weight, 
about 0.006 mg ivermectin per kg body weight, and 
about 5 mg praziquantel per kg body weight. 

20. The method of claim 6, wherein: 
the organism is a canine, and 

the canme is treated against m Ancylostoma caninum and/or Trichuris vulpis 
infection. 
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(57) ABSTRACT 

A palatable, edible soft chewable medication vehicle for 
delivery of a pharmaceutically acceptable active ingredient, 
Buch as a drug, to an animal or human subject. Hie edible 
soft chews contain only food grade or better inactive ingre- 
dients, and preferably do not contain ingredients of animal 
origin. Processes for manufacturing the edible soft chews do 
not tequiiB the use of heat or Uie addition of water during 
^uxi^g of active and inactive ingredients, provide stable 
concentrations of the active ingredient, and produce chews 
of consistent weight and texture. 
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PROCESS FOR MANUFACTURING CHEWABLE 
DOSAGE FORMS FOR DRUG DELIVERY AND 
PRODUCTS THEREOF 

STATEMENT REGARDING RELATED U.S. 
APPLICATIONS 

[0001] This is a continuation-in-part of U.S. patent appli- 
cation Ser. No. 11/296,181, filed Dec. 7, 2005. 

FIELD OF THE INVENTION 
[0002] The invention relates to the field of orally admin- 
istiable pharmaceutical dosage units; in particular, units in 
the form of an edible mass, such as a chunk. 

BACKGROUND OF THE INVENTION 
[0003] Formulation of a drug into an edible medication, 
such as a chewable tablet or confection, can increase patient 
acceptance of the medication, especially animals, who tend 
to resist swallowing hard tablets or capsules. Unfortunately, 
many drugs and other active ingredients (collectively, 
"actives") have a strongly bitter or otherwise unpalatable 
taste, malcing chewing them unpleasant. 
[0004] Flavorings are commonly added to chewable medi- 
cations to enhance their palatability. For example, a veteri- 
nary medication might include animal product-based flavor- 
ings such as uncooked dried meat parts such as bee^ pork, 
chicken, turkey, fish and lamb; organ meats such as liver; 
meat meals, bone meals and ground bone; and animal- 
derived food such as casein, milk (which may include dry 
forms and lowered fat forms, such as dry sWm milk), yogurt, 
gelatin, cheese and egg (collectively, "animal origin flavor- 
ings") may be utilized. 

[0005] However, use of many animal origin flavorings 
(especially of meat, poultry or seafood origin) risks expo- 
sure to infectious agents, not only to the recipient of the 
drug, but also through contamination of manufacturing 
equipment on which the flavored dosage units arc made. For 
this reason, manufacturing fecilities that prepare pharma- 
ceutical products with animal origin flavorings are often 
devoted exclusively to their preparation, at a correspond- 
ingly greater cost than would be mcurred if manufacturing 
could be performed in a facility capable of concunently 
processing multiple products. 

[0006] Texture is also an issue for chewable medications. 
One of the most commonly used form for chewable dosage 
units is the compressed tablet, whose ingredients (including 
the actives and inactive ingredients such as binders) can 
make the tablet gritty or otherwise unappealing, especially 
to animals. Thus, a preferred alternative dosage form for use 
especially with animals is the "edible soft chew," generally 
a meat-like mass or chunk also widely found m consumable 
pet treats, having a softness similar to a cooked ground meat 

[0007] Edible soft chews are typically manufacnired by 
blending and extrusion. Pre-mixed ingredients are intro- 
duced into an extruder barrel with a screw therein, then 
mixed, coagulated, expanded and sheared into a blended 
mixture, followed by application of additional heat if a 
harder texture is desired, or water has been introduced into 
the mixture. Water introduced into the mixture must gener- 
ally be of pharmaceutical grade, as it will be retained within 



the mixture. The blended mixture is then formed into a 
desired shape on a die plate, then cut into individual units. 
[0008] The heat generated during the extrusion process 
can cause deterioration in (ke stability (potency or integrity) 
of the active in the mixture, causing the effective dose 
provided by each unit formed to vary. In particular, the heat 
from compression exerted during extrusion, especially auger 
extrusion can exceed the melting point of many compounds. 
Consistency of texture, shape and weights of the chews from 
batch to batch of extruded material can also suffer. 
[0009] There is a need, therefore, for a method of manu- 
facture for edible soft chewable medications in which ibe 
blending of actives into the chew mixture is achieved 
without generation of heat at a level that would cause the 
active to wholly or partially degrade. Preferably, the method 
would be performed without application of any heat above 
room temperature to the mixture or formed product. It is also 
desirable that the chews be susceptible to manufachire 
without use of costly, pharmaceutical grade water as an 
ingredient. There is also a need in the art for a edible soft 
chew medication whose taste appeals to animals without use 
of ingredients that may include infectious agents or con- 
taminants. Further, it is highly desirable for the manufac- 
mring means employed to produce chewable medications to 
do so in a manner that ensures consistent chew weights, 
texture and active dosages. 

SUMMARY OF THE INVENTION 

[0010] The invention provides a unique edible soft chew 
dosage form medication and processes for its manufacnire. 
The edible soft chews of the invention are particularly 
palatable to pet animals. They contain inactive ingredients of 
at least food grade quaUty, and most preferably do not 
contain inactive ingredients of animal origin. As such, the 
edible soft chews may be manufactured without concern 
about transmission of infectious agents or contaminants, and 
without risk of cross-contaminating other products produced 
in the same manufacturing facility. 



[0011] The manufacturing processes of the 
allow the edible soft chews to be produced wherem the 
blendmg of actives into the chew mixture is achieved 
without generation of heat at a level that would cause the 
active to wholly or partially degrade. The method is per- 
formed 80 the chew mixture and formed chews are not 
exposed to temperatures at or above those typically gener- 
ated by compression and/or shear stress exerted in extrusion, 
which may be measured by means known to those of 
ordinary skill in the manufacturing aits (see, e.g., Vetmeulen 
etal, Chemical Engi^ering Science {1971)26: 1445-1455; 
Chung et al., Polymer Engineering and Science (1977) 17: 
9-20; Mount et al., Polymer Engineering and Science ( 1 982) 
22(12): 729-737; Lindt, J. T., Conference Proceeding. 
ANTEC '84, Society of Plastics Engineers (1984) 73-76; 
Rauwendaal, C, Conference Proceedings, ANTEC "93, 
Society of Plastics Engineers (1993) 2232-2237; Nffller et 
al., ConfcKnce Proceedings. ANTEC 74, Society of Plastics 
Engineers (1974) 243-246; Derezinski, S. J., Conference 
Proceedings. ANTEC -88, Society of Plastics Engineers 
(1988) 105-108; Derezinski, S. J., Journal of Materials 
Processing & Manufacturing Science (1997) 6(1): 71-77; 
[terezinski, S. I, Conference Proceedings, ANTEC "96, 
Society of Plastics En^neers (1996) 417-421). 
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[0012] Preferably, the chew mixture and formed chews are 
not exposed to temperatures of more than about 10° above 
room temperature (20° C), may be exposed to temperatures 
as low as 0° to about 10° below room temperature, and most 
preferably are maintained at room temperature throughout 
the blending and forming steps. As such, the actives in the 
chew mixture and formed chews are not exposed to heats 
above or below the temperatures stated during performance 
of the blending and forming steps, whether by admixuire 
with ingredients at temperatures outside the stated ranges, 
by application of heat geoerated by a heat source or com- 
pression, or by other means. Stability of the actives is 
therefore preserved during mixing and formation of the 
e<Uble soft chews, and a well-blended, soft texture is pro- 
vided. 

[0013] No water is used as an ingredient of the chews, 
thereby avoiding the need for use of costly pharmaceutical 
grade water, while reducing the opportunity for microbial 
growth or loss of potency by the active. 
[0014] It has also been Ibund that admixture of actives 
with an oil to form a suspension tiiat is then admixed with 
the dry ingredients of the chew facilitates uniform distribu- 
tion of the active in the finished product. Preferably, the 
active will also be coated to conserve the potency of the 
active prior to admixture with the oil. 
[0015] For the blending of the coaled active suspension 
with other ingredients of the edible soft chews (e.g., flavor- 
ings) a horizontal mixer is preferably tised. Such niixen are 
uniquely well-suited to spins the chew mixture into particu- 
late form. The mixing action causes the ingredients in the 
mixture to be cast away from the mixing vessel walls, 
crisscrossing the vessel to provide a uniformly blended 
mixture formed without application of heat. Because no 
cooling step is required, the time to produce chews is 
shortened compared to cooking extrusion methods. 
[0016] The highly blended mixture produced is placed into 
molds without ertrusion and formed into individual dosage 
units that are allowed to set without application of heat. 
Edible soft chews can be produced in any desired shape. 
Preferred mixing and molding equipment utilized in the 
invention can provide individual edible soft chews with 
consistently blended ingredients, stably provided actives and 
consistent weights. 

[0017] The edible soft chews of the invention are pro- 
duced in palatable form without the use of any non-food 
grade mactive ingredients (or, preferably, any animal origin 
inactive ingredients). The manufacturing processes may 
therefore be performed without risk of potential cross- 
contamination of other equipment in the fecility with infec- 
tious agents or contaminants derived from sources such as 
the animal -ori^n meat flavorings commonly used in chew- 
able medications for animals. 

DETAILED DESCRIPTION OF THE 
INVENTION 

A. Materials For Use In Edible Soft Chews of the Invention. 
[0018] In general, edible soft chewable medications and 
treats include as inactive mgredients matter such as binding 
agents, vitamins, and colors to enhance the manufacturabil- 
ity, texture and appearance of the product. Those of ordinary 



skill in the art will be femiliar with such inactive ingredients, 
which need not include water for use inlSie invention. No' 
inedible ingredients are present within the soft chews. 

[0019] For use in the invention, no inactive ingredients of 
the edible soft chew should be of less than food grade quality 
and may be of higher quality (e.g., USPorNF grade). In this 
context, "food grade" refers to material that does not contain 
or impart chemicals or agents hazardous to health. Thus, a 
food grade flavoiing, if of animal origin, will be one that has 
been prepared to substantially reduce or eliminate the pres- 
ence of infectious agents or contaminants therein; e.g., by 
processes such as pasteurization, pressurization or iiradia- 

[0020] The latter process in particular can effectively 
eliminate infectious agents such as E. coli 0157:H7, Sal- 
monetta and Campylobacter fiom a wide variety of fowi and 
animal-detived substances, such as raw meat products, veg- 
etables, grains and fiuits. Preferably, however, edible soft 
chews of the invention will not contain any animal origin 
ingredients, and most preferably will not contain any animal 
origin flavorings . All ingredients should be pharmaceutically 
acceptable (e.g., food grade, US? or NF, as appropriate). 
[0021] Flavorings are preferably present in edible soft 
chews of the invention that are at least food grade in quality, 
and most preferably exclude animal origin flavorings. Pre- 
ferred non-animal origin flavorings are plant proteins, such 
as soy protein, to which edible artificial food-like fla vorings 
has been added (e.g., soy-derived bacon flavoring). Depend- 
ing on the target animal, other non-animal flavorings could 
inchide anise oil, carob, peanuts, fiiiit flavors, sweeteners 
such as honey, sugar, maple syrup and fhictose, herbs such 
as parsley, celeiy leaves, peppennint, speamiint, garlic, or 
combinations thereof. 

[0022] A particularly preferred flavoring for use in the 
invention is Provesta™ 356, made by Ohly, Inc. It is a light 
tan, water-soluble powder that builds on the properties of 
yeast extracts and reaction flavors to provide a pleasant 
smoky, cured bacon flavor. Provesta 356 contains no animal 
derived ingredients. 

[0023] For administration to horses and other grazing 
ammals, as well as small animals such as rabbits, hamsters, 
gerbils, and guinea pigs, grains and seeds are especially 
appealing additional flavoring agents. The grains may be 
present in any form consistent with the production of the 
chew including floor, bran, cereal, fiber, whole grain and 
meal forms, including gluten meals, and may be rolled, 
crimped, ground, dehydrated or milled. Minerals may also 
be added as flavorings, such as sah and other spices. 
Preferably, the grain utilized is dehydrated, milJed or flaked. 
Vegetables such as dehydrated carrots and seeds such as 
saSkiwer seeds or milo seeds are especially appealing to 
small animals and may be included, 

[0024] Further, agents which enhance the manufacturabil - 
ity and texture of a edible soft chew may include softening 
agents (which may be an anti-sticking agent), an anti-caking 
agent or lubricant, and a humectant or welting agent. Illus- 
trative examples of lubricants or anti-caking agents which 
may be used in the invention include magnesiimi stearate, 
calcium stearate, solid polyethylene glycols. If melted, the 
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Bgpnts are returned to rocin temperature +7-10° before 
admixture with an active, sodium lauiyl suJfate, or mixtures 
thereof Magnesium stearate is particularly preferred for 
lubrication and as a component to aid in setting the edible 
soft chews after molding. 

[0025] Humectants illustratively include glycerol and pro- 
pylene glycol, and wetting agents include cetyl alcohol and 
glycerol monostearate. Glycerin is a preferred humectant 
use&l in maintaining the softness of the edible soft chew 
over the shelf life of the product. Glycerin is a clear, 
colorless, odorless, viscous, hygroscopic Hquid. 

[002 S] An anti-sticking agent, preferably polyethylene 
glycol and most preferably PEG 3350 (Dow Chemical), will 
preferably be included in the edible soft chew mixture 
before molding at a volume of about 1.0% to 3.0% w/w. 
After molding, the edible soft chews with the added anti- 
sticking agent will set -up, usually over a period of 8 to 24 
hours for PEG 3350. PEG 3350 cot^ls quickly, softens the 
chew mixture, and prevents the edible soft chew units fiom 
sticking togethra- after molding. 

[0027] Softening agents utilized are those which limit 
density and hardness of the edible soft chew product. Such 
agents may include polysaccharides and fiber. A polysac- 
charide may be included in the form of a complex food such 
as a fiuit, a plant starch such as potato or tapioca starch. 
Polysaccharide may also be provided separately, for 
efxample, in the form of diondroitin sulfate or glucosamine 
HCl. 

[0028] Fiber may be also provided as filler or as a bulking 
agent and to provide or maintain porosity in the edible soft 
chew. Fibers used to this end may be derived from fruits, 
grains, legumes, vegetables or seeds, or provided in forms 
such as wood fiber, paper fiber or cellulose fiber such as 
powdered cellulose fiber. A particularly preferred such bulk- 
ing agent for use in the invention is bran, such as oat bran. 
[0029] Binders utflized in edible soft chews may be a 
sticky substance, but will preferably give the edible soft 
chew product a food-like texture. In general, binders may 
include molasses, com synip, peanut butter, a starch such as 
potato starch, tapioca starch or com starch, honey, maple 
syrup and sugars. Prefeired binders for use in edible soft 
chews of the invention are starches. 
[0030] A particularly prefeiied binder is Starch 1500, a 
pregelatinized starch made by Colotcon Corporation. Prege- 
latinized starch is a starch that has been chemically and/or 
mechanically modified to rupture all or part of the starch 
granules and so reader the starch flowable. It contains 5% of 
free amylase, 1 5% of free amybpectin and 80% unmodified 
starch. The source is from com, 

[0031] Powdered sugar (sucrose) serves well as a sweet- 
ener as well as a binder. Sucrose is obtained from either 
sugar cane or sugar beets. Sah and/or other spices may be 
added as appropriate, with salt being especially preferred to 
enhance flavor. 

[0032] A preservative such as potassium sorbate, sodium 
benzoate or calcium propionate may be included in order to 
retard growth of micioojganisms and fimgi. Tenox 4 is a 
combination of BEL^ and BETT anti-oxidants, made by 
Eastman Chemicals. It is a preferred and convenient pres- 
ervation system. 



[0033] Vitamins may be provided according to the nutri- 
tional requirements of the target animal, and may be pro- 
vided as an element of oils utilized. Vitamins are also present 
in various oils that may be added as softening agents; for 
example, canola oil, com oil, soybean oil and vegetable oil. 
[0034] For formation of an active suspension, as well as a 
flavor enhancer and softening agent, oils are utilized. Veg- 
etable oils (such as com, safibwer, cottonseed, soybean and 
olive oils) are especially preferred, with soybean oil being 
most preferred. 

[0035] Excipients that may be utilized include starches, 
cellulose, or derivatives or mixtures thereof, in amounts 
ranging, for example, from about 1 to about 60 percent 
(w/w), preferably fiiom about 2 to about 50 percent, more 
preferably from about 15 to 50 percent. For example, the 
excipient may consist of sodium starch glycolate, pregela- 
tinized com starch (Starch 1500), crospovidone ^olyplas- 
done XL™, International Specialty Products), and croscar- 
mellose sodium (Ac-Di-Sol™, FMC Corp.), and derivatives 

[003 fi] Excipients may be used to create a trituration of an 
active. For example, to create a 10% trituration, 100 grams 
of the active is combined with 900 grams of an excipient, 
such as a preferred excipient, Starch 1500. Ideally, a geo- 
metric dilution of the active is performed, whereby it is first 
dissolved in a suitable alcohol solvent; e.g., ethyl alcohol. 
The dissolved active is then combined with the excipient, 
and the alcohol allowed to evaporate. ITiis step enables a 
small amount of active to be comprehensively and evenly 
mixed throughout the starch. The diy mixture is sifted 
through a screen mesh, fluidized, and is then preferably 
coated. 

[0037] If a coating is to be provided {to help protect the 
stability of the active and mask its taste), food grade coatings 
are preferred, such as an aqueous film coat from Colotcon 
Corporation sold as OPADRY™. OPADRY is a me%lcel- 
lulose based product with a plasticizer and pigment. Since 
the coating is aqueous based, no special handling precau- 
tions are required during manufacture of the edible soft 
chew. However, after administration, the aqueous film coat 
will start to erode and/or dissolve within minutes when 
exposed to water or other liquids in the stomach. Therefore, 
disintegration and dissolution of the edible soft chew should 
not be delayed after it is administered to the subject. 
[0038] Any orally administrable active drug or other bio- 
logically active compound may be provided in the edible 
soft chews of the invention. However, the invention is 
uniquely well-suited to use with actives that are heat-labile, 
especially at temperatures in excess of 30° C. Those of 
ordinary skill in the human and/or veterinary phannaceutical 
arts will be entirely femiliar with the identity of such actives 
which may include, without limitation, antibiotics, analge- 
sics, antivirals, antifimgals, antheimetics, endo- and ecto- 
parasticides, hormones and/or derivatives thereof, anti-in- 
fiammatories (including non-steroidal anti-inflarmnatories), 
steroids, behavior modifiers, vaccines, antacids, laxatives, 
anticonvulsants, sedatives, tranquilizers, antitussives, anti- 
histamines, decongestants, expectorants, appetite stimulants 
and suppressants, minerals and vitamins. 
£0039] The amounts of each of the components in the final 
product may be varied considertibly, depending upon the 
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^ated. and jhe „mt dosage desired. Those of ordinary S 
m &e art be able to adjust dosage amomts for p^iX 
act ve, ^ the edible soft chews in light of the teaching'S 

m^v"! 'l^'^'^ri'^d for the exemplary product 

be easily modified for deliveiy of active^to other 

ba^d on the satne basic formula, substituting molasses 
powder, oat bma and apple for the bacon. FlaTorine Ts^ 
ticularly appeding to cats include artificial soy H 

sweeter flavoni^,si]ch as sugars or molasses. 
[mi] The edible soft chews of the invention mav be 

boX^SfJl/Si^..£!?^^"« « -'"^ HdF^ 



be mSl ^ Corporation. A 200 kg capacity blender ca^ 
be med for commercial scale p^duction, and is capable S 
producmg as httle as 50 kg of chew mixtui^ forTesTJh 
r^r*-/*' "^^^ " ^PP'-^'^ during Sing 
eat distnbulion and texture from batch to batck 

blended first, then an Oil suspension of the active blended 
fterem, followed by admixtu,^ witii the liquid 
M^L"'"*^'''^""**^S^««'*^3to formats 
chained wthout compression fiom a port through tL 



L7ZT' '^^'»^«^ Edible Soft Chews of the 

gM2J Active and inactive ingredients for a edible soft 
chew of the mvention are added to a mixina vessel of a 
honzontal mix^r capable of blending the mZiT^i cast 

E, ^Sredients to be well and consistently blended 

SelrS" " of phan^cS? 

graae water to the mixture. 

i^r^ii 8=«"IIy comprise a mixing 

chamber, an elongated, horizontal mixing shaft ^vh ch 
rotate., and a plurality of mixing tools which dZendl^ 
eiBlly peipendiculariy fi«M thThorizontal shaft t? Xe 

^"""^ ''^'^°^^^^<i herein by 

sTo^ ^« '^'^^red and dimen- 

of ^cl^. foi-themixing process to follow the shape 
Of fte chamber walls as rotated for proper mixing of all of 
malenal present. Some such mixing chLbeis J^Z^- 
cd y shaped, while others are trough-shaped, sucha7inbce^ 

[M44] In gMeral, a horizontal mixer will have a horizon- 
tel mixing shaft extending out of the chamber at both end^ 
In a motorized mixer, at one end of the shaft, referred to as 
fe drive end, the shaft is operably coupled to a Snotor 
for rotating the shaft. At the drive end, the shaft is typically 
coupled through a bearing structure located betw«n the 
dnve motor and the chamber. TTie bearing structare provides 
upport of the shaft drive end and also ensun^s smooth 
rotation A separate seal structure is often provided further in 
along the length of the shaft to seal it against leakage of 
material into and out of the mixing chamber. 

[0045] A particularly preferred mixer for use in the inven- 
tion used is a plough type ribbon mixer with optional 



[0047] A vanety of fonning equipment may be utilized in 
fte tnvemion but those particularly prefenW for urar" 
Riding machmes developed for use in producmg mold^ 
food products, such as pr.^fonned hamburger patt^s anl 
cSTuTp t' m'T"'^' moldi^c^S: dt 
closed m U.S. Pat. Nos. 3,486,186; 3,887,964' 3 952 47a 
4,054,957; 4,097,961; 4,182,003; 4 334 339 ^IIR,!?' 

4,608,731; 4,622,717; 4,697,308 4 768 94r 47roq;,' 
4.8IS.446; 4,821,376; 4,872 241 4 975 039' 4 996 7« 
5 02I,025;5,022,888;5.655,436;^d58SS 
sur^ of whichat^incorpoi^ herein) an, Aprcs'S^S^ 
fonrnng equipment that may be utflized inX inventiol 

[fon Se ^""T"^ T'P""*^' ^ 'he inven- 

W to thr[ ^ '^^'^'^ «PPly compression 

h^t to the chew mixture, such as the Fomiax P6™ molding 
Tas t CcH'oration. The F6 macSS 

has Oie capabihties of 60 stokes per minute A souare 

weighing 4 grams and bemg approximately by 'A' m 
sue. Dies for pnaduction of other shapes (e g bone stored 
chews) may also be utilized, ^ 

[0049] Insuchamachincaiolaryvalveopenstocausethe 
chew mixture to flow th«,ugh fill slots benea^ into a talet 
ofmoW cavities.Amoldplate is advanced, fSgS:;' 
Z^^.u "^'"f^ °f the mold plaS 

redacted so the ^cle can begin again. The molding mecha 
nism ,s Mraulic, and works by light pressure on the 
moldmg plate, without application of Lt. 
[0050] A knockout mechanism is provided with cups that 
align with the cavities to eject mold^ mixture Irom a iS 
mold plate cavities simultaneously. For molding edible soft 
T ^"^"^ ^ ""^^^"^ couldp„,duce 2^ 

output per hourof approximately 57,600 miits, assuming use 

lb bTf ^T"^ ^^''^"^ batch 
each batch of chews may be packaged in bulk or, preferably 
each chew ,s then mdividually packaged for storage. 
[0051] The invention having been fiilly described its 
^rj^l'l.'^'"'.'^'^'* *^ ^^■"P"^s P^-vided below. 
Mandard abbreviations and measurements apply throughout 
the ejumples unless a contrary definition is given. The 
exMnples do not limit the scope of the invaition, which is 
defined entuely by the appended claims. 
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EXAMPLE I 
Edible Soft Chew Fonnuiation 
[0052] An example of a edible soft chew suitable &r 
delivery of an active is set forth in Foimula 1 below. 



The invention that is claimed is: 

1. A process for manufacturing a edible soft chewable 
medication vehicle, the method comprising: 



Cojcaitfatioii % w/w tegredient 

44.69 Staicii 15O0, USP 

Bamn Flavor (Provcsta™ 356), Food Grade 
Polyethylene glycol 3350 
Glycerin, USP 

Vegetable Oil (soybom), (JSP 
Tenox 4, Food Grsde 
Magnesium Stesrate, USP 
Yeist Flavoring 



Method for Coating Active Ingredients of Edible 
Soft Chews of the Invention 
[0053] A 10% trituration of active (ivenuectin) was made 
by dissolving 100 gratns of ivermectin into ethyl alcohol, 
tiien mixing the active in 900 grams of Starch 1500 for 3 to 
5 minutes. The resultam trituration was allowed to stand 
until dry, then milled and screened through a 20 mesh 
screen. Tie screened trituration was fluidized in a fluidized 
bed column. A food grade coating (OPADRY™) was 
applied to the triturated active using a Wurster coater, A top 
spray fluidized coater, or other suitable device, could also be 
used for this step. The coated active was then admixed In 
soybean oil to form = :~- 



EXAMPLES 

Exemplary Method of Manufacture for Edible Soft 
Chews of the Invention 
[0054] All dry ingredients listed in Examples 1 and 2 were 
srfied through a 20 mesh screen, then placed into the mixing 
vessel of a honzontal mixing blender and mixed for 5 
minutes The glycerin was added slowly followed by the 
slow addition of the vegetable oil/active suspension, and 
Tenox 4 which had been added to the oil. The pi^duct was 
mixed for 3 minutes. The PEG 3350 was melted then added 
relatively quickly to the chew mixture, which was then 
mixed for an additional minute. The mixture resembled a 
■coolde dough-like" appearance. 

[0055] The mixture was formed into individual chunks 
using a Fonnax Fe™ molding machine with dies for pro- 
duction of chunk-like shapes, and packaged for storage. 
[0056] The invention having been ftilly described, its 
scope is defined by the claims appended hereto. 



(a) frapung an active suspension comprising a coated 
medicament comprising an active agent and an oil 
wherein the medication active is one whose stability or 
potency can be adversely affected by temperatures 
typically generated during extnision; 

(b) blending the active suspension formed in step (a) with 
diy inactive ingredients not of animal origin in a mixer 
having a mixing chamber and mixing shaft, wherein 
operabon of the mixer causes a edible soft chew 
mixture to be formed having the active ingredient 
uniformly blended therein; 

(c) adding a water-soluble polyethylene glycol anti-stick- 
mg agent to the dry mixture and blending it therein to 
lonn a edible P"** .-i.™„_i.i . 



^**Sri^d chewable mixture from the 

(e) forming the edible soft chewable mixture into indi- 
vidual umt masses, wherein the unit masses so formed 
are of consistent weight from unit to unit, 
wherein no heat is generated by, or applied during, 
performance of any step of the method, and whereiS 
farther no water is added to the active agent during 
performance of the method. 
tT, ^■'^P'^^' according to claim 1, forther comprising 
the step of preparmg a trituration of the active agent with m 
CTCipicnt before the active agent is added to the mixing 
chamber m step (b). ^ 
3. ^e process according to claim 2, wherein the tritura- 
toon of the active agent is prepared by a process comprising 
dwsolvmg the active in an alcohol solvent, mixing the active 
wnn tbe excipient, and allowing the alcohol to dry before 
addmg the tnturated active to the mixing chamber. 

4 A process for manufacturing a edible soft chewable 
medication vehicle, the method comprising: 

(a) forming an active suspension comprising a coated 
medicament comprising an active agent active and an 
oil, wherem the medication active is one whose stabil- 
ity or potency can be adversely affected by tempera- 
tures typically generated during extrusion; 

(b) blending the active suspension fonned in step (a) with 
dry inactive ingredients not of animal origin in a mixer 
having a mixing chamber and mixing shaft, wherein 
operation of the mixer causes a edible soft chew 
mixnire to be formed having the active ingredient 
umtormly blended therein; 

(c) adding a water-soluble polyethylene glycol anti-stick- 
mg agent to the dry mixture and blendiiig it therein to 
form a edible soft chewable mixture; 

(d) removing the edible soft chewable mixture flom the 
nuxer, and, 

(e) forming the edible soft chewable mixture into indi- 
vidual umt masses, wherein the imit masses so formed 
are of consistent weight from unit to unit. 
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whei^m tiie edible soft chew mixture and the ingaxlients 
maintained at room tempe:.ttu. oTS"^ 
C. Aereof dimng performance of any step of the 
method, and wherein further no water k ^dZ^i f„ 
active age« dtiring peSZ^^ iSe ml'S ' 
5. T^e method according to claim 1 or claim 4 wherein 
^^T.': ™" P°*««y or "ability is a^S 



chLwr^i?'^™ ^ °f a <=dib]e soft 

I ™1^P"''"8 a medicament, wherein the 

th7' J^^ according to claim 6, wherein 



